SUMMARY Absence of sweat glands, hypotrichosis, hypodontia, characteristic facial features, and intolerance to heat, without dystrophia of the nails, are manifestations of sex linked hypohydrotic ectodermal dysplasia. Three males and two females were affected in a family in which the affected females were also carrying a pericentric inversion of chromosome 9. Those phenotypically normal females in this pedigree who were obligate carriers had normal karyotypes. One of the affected females (the proband) had, in addition, primary amenorrhoea, absence of thle mammary glands, and rudimentery internal genitalia.
Anhidrotic ectodermal dysplasia or, more cautiously, hypohydrotic ectodermal dysplasia, is a well known syndrome. Several variant forms have been described, characterised by the presence of associated findings and different modes of inheritance.' The most common X linked form is characterised by severe affection of the males with occasional minor manifestations in heterozygous females. Severe These severely affected half-cousins (IV-3 and IV 7) were born to phenotypically normal half-sisters of the proband (III-1 and 1III2). IV-7 is the only one in whom a skin biopsy could be performed which showed a thin epidermis with few hair follicles and sebaceous glands and absence of sweat glands. 9 have been previously associated with a number of clinical problems but the relationship between these events is not clear.12 13 The pathogenic importance of the inversion is generally diminished by the fact that most carriers appear free of clinical manifestations.3
The most unusual feature of this family is the expression of ectodermal dysplasia in two heterozygous females whose mothers and half-sisters are obligate carriers and phenotypically normal. Formally, this may be explained by invoking preferential lyonisation of the normal (paternally derived) X chromosome in these two women. However, these subjects are also heterozygous for an inversion of chromosome 9. This gives rise to an obvious hypothesis, namely, that the two findings are not unrelated. Given these parents, the probability of a double carrier female in their offspring is 1/4, and that of another carrier sister and affected brother 1/8. Such an outcome would occur in 1 * 2 % of threechildren families. No population cytogenetics data are available to calculate the probability for the incidence of severe ectodermal dysplasia in double carrier females.
Several models proposed for the genetic control of X inactivation require the participation of at least one autosomal locus.14-'6 Condidering these models it is reasonable to postulate that mutation or position effects (related to an inverted regulatory gene) could lead to an altered pattern of X inactivation. We attempted to clarify whether or not preferential inactivation of the paternal X chromosome had occurred in the proband. Not having the father's genotype, preferential inactivation of the paternal X chromosome could have been ruled out had the mother been homozygous for G6PD (glucose-6-phosphate dehydrogenase) and the proband heterozygous. However, mother and daughter expressed only G6PDb and other relatives refused to be examined.
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